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I, Kenji Ksdomatsuj do hereby make the Mowing declaration* 

1. After obtaining my medical license m 1982, 1 worked fbf two years as a. Pediatric Surgeon 
atlhefukiiokBanld^'sHoipitalaid 10 
1989, 1 obtained my PhiD. from the Kyushu University Graduate School of Medicine. It 
was during these yean cf my graduate studies that I discovered a novel growth actor 
called 4 Mdkme". Eva ! mice this discovery, I have dedicated my research to elu cidating 
the characteristics end Amotions ofMdkme and its potential therapeutic values in various 
diseases, including card r. For more details of my educational and proftssion&l 
o^afficatioj^pleeaeB^mycuiT^^ 

2. I am a co-author of the i AiramBtsu ef a!, article published In 1996 in the Journal of 
Biochemistry, vol 119, js. 1171-1175 (hereinafter, Muramatauer of.). 

3. I have reviewed the ebc>wdentified U.S. patent application (U.S. Serial No. 10/070,569 
. hereinafter, the '569 application) as origmaDy filed as well as claims 1-9 and 13*16 as 
amended herewith. 

4. I have reviewed the ofijee action of March 9, 2004, particularly the rejection of claims 1, 
4, 5, 8, and 9 under 35 USCj § 102(b) as being anticipated by M u ra mat su etol. and the 
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Section of claims 1, 4, 5, 8^9, and 13 under 3 S USC § 103(a) as being obvious in view of 
Muramatsuefo/, 



6. 



S. Asaco-aothoroft(ieMuram 

scope of disclosure and jhe state of the art at the time of pubh^oa Whh regard to mis 
Muramatsu et at papery baaed on ay experiences from the discovery ofMidkine to the 
launching and supervisfaj n of further Midkme-related studies, I recognized (i) the 
importance of this reaeaj ■ch with regards to fbnning a basil for the clinical application of 
midkine, and fii) providi d MBP-MK (a fhaion protein of maitoae-Wnding protein and 
midldno) as a nindameni al tool essential to affinity oo J umns for pnriffiug enn-midlnns 

BduDOOIBS. 

It is my understanding, th it the Examiner believes that, since Muramatsu era/, did not 
disclose that the patients! stadiad suffered from hepatocellular catriinoma that 
metastatic, the reference lis regarded as disctesii^ or suggejtmg a nte^d of detecting 
"early canoer", La., oan4r confined to the she of development However, it is important 
to note that a cancer thaj- has not metastasized is not necessarily an "early caneer", as that 
tem is defined m the insj ant speeffieat^ 

affile TNM dawrifioatidi); equally, & CBSXQ&T that has metastasi red is not necessarily an 
ad v a nced t^fiiw ftg dun I *m la commonly "wdargfcnnri Accordingly, contrary to the 
Examiner's suggestion, tjiere is no direct relationship between a cancer not metastasizing 
audita cantor bong anj early caira. In other worda, d 

reasonably predict the stl ige of a cancer (i.e., stage 0, 1, H, m ete.) based on the presence 
or absence of metastases alone* 

7» Rothtrmore, upon iaforjoation and beli^ it id my opinion that Muramatsu et al. does not 
oostainan inherent; or etjtbling disclosure of the presently claimed invention. Specifically, 
Muramatsu a/, did not classify the eaqwrimeptal samples according to cancer stage 
because, it the time the ^Tcperbnenta d«cribed in the reference were conducted, a protein 
that was accreted into tU t reran of earfy cancer patients (i,e„ patients categorized at «age 
0 or ttage I of the TNM :lasriflcmion), and thereby had the potential of becoming a simple 
and efficient marker for ^ arty cancer, was virtually non-existent. Since no one thought tha: 
samples derived fiom ca^ly stage cancer patients would yield positive results, no attempt 
was made to distinguish 



unong cancer stages, Even I, an author of the Muramatsu et al 
reference, was surprised^ the present invention's discovery, that MK is secreted into the 
sercm of earfy cancer pa tents ai^ 
can be simply measured, i 

increased in the serum oj'patieitts with hver cell cancer, it does not necessarily flow that 
one could predictably ush MK for detecting eariy cancer because, at the time this reference 
was published, it was t^' g 
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8, Since, at the time of publication of the Muramatau etal. raftwooe, ft wu oommonly 
baHeved that oaaoarmin»nwex« not present m the Mrumof«ady cancer panents, those 
skffled in the prior art wc uld neither have predicted nor expected the positive MK eencn 
uamples to have been derived from patients with early oancer. In ^ Mtfy by analyzing a 
number of lemples fromjjatienta of various early canoen were the present inventors able 
to conclusively demenat^ ate that MK is indeed an extremely effective marker for screening 
and detecting early cancer. 

9. In light of the ibove, it U my opinion that the invention of pending claim* 1, 4, 5, 8, 9, and 
1 3 is neither antiapatad | tor rendered obvious by the Muramatau et aJ. reference. 



I declare that all statements made herein of my own knowledge are true and that 
afl statements made on infbrj nation and belief are believed to be true, and farther, that these 
statements were made with %w knowledge that wfflfiil filae atatemanf a«d th* Kin. ^ ^ T 
are punishable by fine or imjjrisox^ 0fTitlel8 of the United 

States Code, and that saeb^illfial also ftatement*myjecrpanii»the validity of 
application or any patent issuing thereon. 

By: 



Kenji Kadonatau 

Dated: $f>&+~*^ K 
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